Differential cytokine regulation by eicosanoids in T cells primed by contact sensitisation with TNP.
Eicosanoids are important mediators of inflammation, but also play a role in regulation of lymphocyte function. In this study we have examined the function of both prostaglandins (PGs) and leukotrienes in regulating the release of a set of cytokines produced by T cells from mice primed with the contact-sensitising agent picryl chloride. Various patterns of response by different cytokines in response to exogenous eicosanoids were observed. Both interleukin-2 (IL-2) and interferon-gamma (IFN-gamma), two cytokines involved in activating the cellular contact sensitivity reaction, were downregulated by prostaglandin E2 (PGE2) and to a lesser extent by 6-keto PGF2 alpha (PGI2). In contrast, both PGE2 and PGI2 potentiated the release of IL-3 and IL-6 which both play an important role in stimulating haemopoesis after inflammation. Unexpectedly, IL-4 release was strongly inhibited by exogenous PGI2, while remaining unaffected by PGE2. This inhibition, in contrast to the PG-mediated effects on IL-2, IL-3, IL-6, and IFN-gamma was not due to increased intracellular levels of cAMP. In contrast to the strong immunomodulatory effects of PGs, leukotrienes B4 and C4 had only small and rather variable effects on any cytokine release.